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I. Basis of the report 



1. This report has been drawn up on the basis of: 



[ ] the international application as originally filed. 



[x] the description, pages . 

pages 



pages 1-45. 
pages 



_, as originally filed, 

filed with the demand, 

filed with the letter of 15/12/93, 
_, filed with the letter of , 



[x] the claiffls, No. 

No. 
No. 



No. 1-45. 
No. 



„, as originally filed, 

_, as amended under Article 19, 
filed with the demand, 
filed with the letter of 15/12/93, 
filed with the letter of , 



[ ] the drawings, sheets/fig . 

sheets /fig 
sheets/fig 
sheets/fig 



_, as originally filed, 

filed with the denand, 
_, filed with the letter of 
# filed with the letter of 



2. The aaeiktoents have resulted in the cancellation of: pages: 

sheets of drawings/figures No.: 



3. [x] This report has been established as if (sone of) the aiendaents had not been Bade, since they have been 
considered to go beyond the disclosure as filed: 



In Claim 1 and 19 a disclaimer ("other than quinoline") has 
been inserted. It appears that this has not been ef- 
fected in view of novelty destroying documents but to 
exclude matter which cannot considered to be inventive. 
It has to be stressed that disclaimers are not allowable 
in order to fulfil the inventive step requirement. 

The description contains on page 6, lines 1 and 2 "and there 
are preferably 3 or 4 nitrogen atoms" which has no 
original disclosure as it appears. 

!■ if 1! U — U— 
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4. Additional observations, if necessary: 

With the exception of the matter indicated above the Claims 
are based on the application as originally filed: 

Claim 1: Orinial Claim 1 in combination with original Claims 
1, 2 and 7; page 4, lines 25, 26, 21; page 5, lines 1, 2 

Claim 2: Original Claim 4 

Claim 3: Original Claim 6 

Claims 4-18: Original Claims 8-17, 20-23, 26 
Claims 19-41: Original Claims 27, 28, 33-42, 44-46, 49-52, 
55-58 

Claims 42-45: Original Claims 59-62. 
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V. Reasoned stateient under Article 35(2) with regard to novelty, inventive step and industrial applicability; 
citations and explanations supporting such stateient 



1. STATEMENT 

Novelty (N) Claims 1-45, yes YES 

Claims NO 

Inventive Step (IS) Claims 8, 14, 15, 29, 34, 35, yes YES 

Claims 1-7, 9-13, 16-28, 30-33, 36-45, no NO 



Industrial Applicability (IA) 



Claims 1-45, yes_ 
Claims 



YES 
NO 



2. CITATIONS AND EXPLANATIONS 



1. Cited documents 



EP-A-0296522= Dl 
EP-A-0305320= D2 
WO-A-9105762= D3 
EP-A-0434385= D4 
WO-A-9216494= D5 



The indicated designation is used throughout the examination 
procedure . 

2- Novelty 

The subject matter of the Claims differs from that of the 
cited prior art D1-D3 in that it refers to compounds compris- 
ing two cyclic polyamines linked together, not foreseen in 
D1-D3 . The difference between the subject matter as claimed 
and D4 resides in the fact that the link comprises an 
aromatic or heteroaromatic moiety not specifically considered 
in D4 ."^ 

n ii ii U — U— 
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Since the priority documents are not available at the moment 
it could not be checked whether the claimed priority date 
16/12/91 is justifiable. On the condition that it is accept- 
able D5 can remain outside consideration at this stage, but 
will be highly relevant in the possible regional phase. Sub- 
ject matter as claimed can be considered to be novel in re- 
spect of D1-D4. 

It would appear that the disclaimer of Claim 19, lines 18 and 
19 refer to the literature indicated on page 6 of the appli- 
cation. 

3 • Inventive step - broadness of the claims 

3 . 1 Subjective problem 

According to the application (see page 1) the problem under- 
lying the application is the provision of compounds having 
activity against infection by HIV. 

3.2 Closest prior art 

The closest prior art is D4 since the subject matter of your 
claims is comprised by Claim 1 of D4 (selection) and the com- 
pounds of D4 have qualitatively the same pharmacological ac- 
tivity. 

3 . 3 Problem which has been objectively solved 

In view of the information and data given in the description 
page 43-49 the tested compounds obviously solve the technical 
problem defined above. 

3.4 Evaluation of the solution of the problem 

For the subject matter of the claims D4 is the closest prior 
art (see above). With these products the problem to provide 
further compounds which are active against HIV is also 
solved. 

From this document, the person skilled in the art searching 
for a solution to the problem defined above would have con- 
sidered further variation of the "link". 

It has also to be stressed that e.g. -(CH2)3- and phenylene 
can be considered as equivalent spacer groups (see e.g. Es- 
sentials of Medicinal Chemistry (Wiley), second edition 1988, 
it _M — U 1! !!- 
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3-5 In spite of the opinion indicated above the presence of 
an inventive step for specific subject matter could be ac- 
knowledged if it is made credible by test results that apart 
from the problem defined above another more exacting problem, 
which can be deduced from the original application (e.g. sur- 
prising improvements) , has actually been solved by using 
originally disclosed technical characteristics which should 
be incorporated in claim 1 . 

It should be taken into consideration that only the structur- 
ally closest compounds of the closest prior art D4 are useful 
for a meaningful comparison. The application contains already 
comparative data with AZT but since AZT is not the closest 
prior art the data are prima facie not relevant for inventive 
step considerations. On the other hand D4 also contains com- 
parative data with AZT. Since the test procedure is actually 
the same in D4 and the application the data of D4 and the ap- 
plication could be compared. The closest prior art compound 
is 1 , 1 ' - ( 1 , 5-pentanediyl ) bis-1 ,4,8, 11-tetraazacyclotetra- 
decane of D4 to be compared with compound B of the applica- 
tion. For this prior art compound no data are available from 
D4 ; the corresponding value should therefore be provided by 
the Applicant and be compared to the compounds of the appli- 
cation wherein A is phenylene and its equivalents ( pyridine- 
diyl, thiophenediyl) . 

The ED so value for the corresponding 1 , 6-hexanediyl compound 
of D4 (compound H) is 0.54 for HIV-1 (see table of D4 , pages 
4/5 ) and could be taken for a comparison with the compounds 
which are structurally compareably (see compound J, K and L) . 
Since those compounds compare favourably an inventive step 
could therefore be acknowledged for subject matter of Claims 
8, 14, 15, 29, 34 and 35. 
3.6 Broadness of the claims 

The breadth should be such that it could be expected that the 
compounds comprised would actually solve the problem underly- 
ing the invention defined in point 3.5. It is noted that the 
the -Applicant has deleted compounds H, I, S, U and V showing 
:= ii u 1! U U- 
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an unfavourable level of activity. It is also apparent that 
the activity depends also on the kind of link (see compound 
V) . It is considered not to be acceptable that specific pos- 
sibilities which do not solve the problem are disclaimed; a 
positiv formulation should be chosen. The definition of A 
must be such that all possibilities comprised could be ex- 
pected to solve the problem on which an inventive step could 
be based. Specifically all features which are essential to 
solve that problem should go into Claim 1 . 

4). Industrial applicability 

As far as the compounds comprised by the claims of the ap- 
plication can be prepared and have some useful property no 
objection arises. 



ii 



ii 



ii 
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VI. Certain docment$ cited 



i Intern, application No. 
PCT/GB92/02334 



1. Certain published docments 



Application No. 
Patent No. 



Publication date 
(day /month/year) 



Filing date 
(day/ionth/year) 



Priority date (valid clain) 
(day/aonth/year) 



WO-A-9216494 01/10/92 



11/03/92 



15/03/91 



2. Non-written disclosures 



Kind of non-written disclosure 



Date of non-written disclosure 
(day/aonth/year) 



Date of written disclosure 
referring to non-written disclosure 
(day/aonth/year) 



M M II 11— ; 11 

For* PCT/IPEA/409 (sheet 7) (July 1992) 
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The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claias are fully supported. by the description, are Bade: 

1. Clarity of the claims, support by the description 

a) The general expression "aromatic or heteroaroraatic moi- 
ety"," which is contained in Claim 1 and 19 should be defined 
according to the description • 

b) In Claim 1 formula (I) R and R' should be replaced by CH 2 . 
2 ) . Description 

The description should be amended according to the claims. 




INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

II II II 

VIII. Certain observations on the international application 
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Intern, application Ho. 
PCT/GB92/02334 



1. This report has been dram 19 on the basis of: 

( ] the international application as originally filed. 



[x] the description, pages , 
pages 



pages 1-45. 
pages 



as originally filed, 
_/ filed vith the deaaad, 
^ filed tfith the letter of 15/12/93, 
-t filed with the letter of , 



{xj the clai&s, 

No. 
Ho, 



Ho. l-45_ 
Ho. 



— , as originally filed, 

, as aaended under Article 19, 

/ filed aith the deaand, 

— , filed with the letter of 15/12/93, 
, filed vith the letter of . 



[ ] the drawiJigs, sheets/fig . 

sheets/fig 
sheets/fig 
sheets/fig 



as originally filed, 
filed srith the desand, 
_, filed with the letter of 
filed with the ietter of 



2. The aaendnents have resulted in the cancellation of: pages: 

sheets of drawings/figures Ho.: 



3.' fx] Has report has been established as if (so* of) the a^ts had not bee, Bade, since they have bee* 
considered to go beyond the disclosure as filed: 

in Claim 1 and 19 a disclaimer ("other than quinoline") has 
been inserted. It appears that this has not been ef- 
fected in view of novelty destroying documents but to 
exclude matter which cannot considered to be inventive. 
It has to be stressed that disclaimers are not allowable 
in order to fulfil the inventive step requirement. 

The description contains on page 6, lines 1 and 2 "and there 
are preferably 3 or 4 nitrogen atoms" which has no 
original disclosure as it appears 

y -« s a ,__ 
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4, Additional observations, if necessary: 

With the exception of the matter indicated above the Claims 
are based on the application as originally filed- 

Claim i: orinial Claim i in combination with original claims 
1,2 and 7; page 4, lines 25, 26 , 21; page 5, lines l, 2 

Claxm 2: Original Claim 4 

Claim 3 : Original Claim 6 

Claims 4-18: Original Claims 8-17, 20-23, 26 
Claims 19-41: Original Claims 27, 28, 33-42, 44-46, 49-52 
55-58 

Claims 42-45: Original Claims 59-62. 
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V. teaamed stalest under Article 35<2) with regard to aovelty, inventive step and bdostrial applicability; 
citations and eaplanations supporting sucfe stateaent 



1. STAfBHEHT 



Novelty (H) 



Ciaias 1-45, yes_ 
Ciaias 



YES 
HO 



inventive Step (IS) aaiBS 8j u§ ^ 2% ^ y ^ yes _ m 

Ciaias 1-7, 9-l3 r 16-28, 30-33, 36^45, no ho 



Industrial Applicability (IA) ciaias 1-45, yes w 

Ciaias 



YES 
HO 



2. CITATIONS AKD EXPLANATIONS 

1 - Cited documents 

o 

EP-A-0296522= Dl 
EP-A-0305320= D2 
WO-A-9105762= D3 
EP-A-0434385= D4 
WO-A-9216494* D5 



The indicated designation is used throughout the examination 
procedure. 



procedure 
2. Novelty 



The subject matter of the claims differs fro* that of the 
cxted prior art D1-D3 in that it refers to compounds compris- 

™ 9 r,T\T liC P ° lyaffiines together, not foreseen in 

D1-D3. The difference between the subject matter as claimed 
and D4 resides in the fact that the link comprises an 
aromatic or heteroaromatic moiety not specifically considered 
in D4 * 
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Since the priority documents are not available"^ the noaent" 

«™ ^ Ch6Cked Wh6ther *" Cla±med Priorit ^ **** 

16/12/91 xs Dustifiable. On the condition that it is accept- 
able D5 can regain outside consideration at this stage, but 
•ill be highly relevant in the possible regional phase. Sub- 
ject matter as claimed can be considered to be novel in re- 
spect of D1-D4. 

I* would appear that the disclaim of data l 9 . lines 18 and 
» refer to the literature indicate* on page 6 of the 

cation, 

3- inventive step - broadness of the claims 
3,1 Subjective problem 

According to the application (see page 1, the problem under- 
lying the application is the provision of expounds having 
activity against infection by HIV. 
3-2 Closest prior art 

STi^T" Pri ° r art is 04 slnce the sub3ect «* 

™ ^ ^ 1 o f D4 (selection, and the co- 

pounds of D4 have gualitatively thesame pharmacological ac- 

3.3 Problem which has been objectively solved 
in view of the information and data given in the description 
page 43-49 the tested co-pounds obviously solve the tlXlZl 
problem defined above. technical 

3-4 Evaluation of the solution of the problem 

«t "tU^ ° f Clai " S M is «**-t prior 

art(see above,, with these products the problem to provide 
further compounds which are active against HIV is also 

From this document, the person skilled in the art searching 

sldereo furT ^ Pr ° ble " —~ >— «>»- 

siaered further variation of the "link" 

It has also to be stressed that e.g. - (C H2)3- and phenylene 
can be considered as equivalent spacer groups (see e g Es 
sentials of Medicinal Chemistry rwn«^ \ 
, u wiemistry (Wiley), second edition 1988, 
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3-5 in spite o£ the opinion indicate above the presence of 
an .nventive step for specific subject Matter 
Knowledge* if it is made credible by test results th^t atrt 
which dafined 8bOVe a "° thSr — Proot^ 

Prxsxng xmprovements). has actually been solved by using 
or lgl „ally disclosed technic,! characteristics which should 
be incorporated in claim l. 

It should be taKen into consideration that only the structur- 
ally closest compounds of the closest prior art 04 are useful 
for a meaningful comparison. The application contains alreldv 

^te™id!r t *" PrlM ^ * *« *»™-ti« 

~r„fr r - ° n 00ler hSnd ° 4 also —*•*»• com- 
parative data „th since toe test prooedure 

pJLa^could^ ^ aPP " Cati0n «- **« « ~ — the ap- 
r ** Th <= «—* Prior art compound 

decane i "i*" 1 '« ■* '"-*«raa 2 acyclctetra- 

tlon. For this pnor art compound no data are avain*h7. » 

the Applicant and be compared to th«* * 

, . ^ it;u tne compounds of the arm ■ -i 

The ED value for the corresponding l. S -hexanediyl compound 
of D4 (compound H) is 0.54 for Hlv-l (see table of 04, pZs 

Xch T T " e ^ ^ 3 « the co»« 
Since !ho StrU=tUrally (see compound k LT£ 

coutd ^° Se , 00 ° p ™ nds favourably an inventive X P 

could ^refore be acfcnowiedged for subject matter of claLs 

' ■ Lt> ' 29 , 34 and 35. 

3.6 Broadness of the claims 

T^e breadth should be such that it could be expected that the 

compounds comprised would actually solve 1*. Z k7 

ing the invention defined in po^nt T ™ten y - 

Applicant has deleted cLp^ds H x s'VT ^ ^ 
■ a „ «pounas h, x, s. v and v showing 
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an unfavourable level of activity, it is also Ip parent ^J*' 
the activity depends also on the kind of link (S ee compound 
V) . It is considered not to be acceptable that specific pos- 
sibilities which do not solve the problem are disclaimed; a 
positiv formulation should be chosen. The definition of A 
™ust be such that all possibilities comprised could be ex- 
pected to solve the problem on which an inventive step could 
be based. Specifically all features which are essential to 
solve that problem should go into Claim l. 

4). Industrial applicability 

As far as the compounds comprised by the claims of the ap- 
plication can be prepared and have some useful property no 
objection arises. 
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VIII. Certain observations on the intemrtioaal application 



-1! n_ 

.if. 



The following observations on the clarity of the clai*, description, and dr»ioas or on the question ^ther the 
claxas are fully supported by the description, are aade: 

1. Clarity of the claims, support by the description 

a) The general expression "aromatic or heteroaromatic moi- 
ety", « which is contained in claim i and 19 should be defined 
according to the description. 

b) in Claim 1 formula (I) R and R' should be replaced by CH . 
2 ) . Description 

The description should be amended according to the claims. 
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